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RESPONSE TO APPLICANT'S AMENDMENT 

1. Applicant's amendment, filed 2/21/03 (Paper No. 13), is acknowledged. 

2. Claims 25-3 1 and 73-82 are pending and under consideration. 



rounds of rejections are necessitated by the amendment filed on 



3. The following new gi 
2/21/03, paper No. 13. 



4. The following is a quotation of the first ^ f^^^ 2 ^^^]^^^^. 

The specification shall contain a bitten descrpUon f^^^^Zn the art to W hich U pertains, or 
inventor of carrying out his invention. 

« ri ■ 0^1 and 73 78 80 and 82 are rejected under 35 U.S.C. 1 12, first paragraph, 

^BSSBSeBBBF 

rejection. 

'ZX^^ 2, represent a departure from the specification and the 

claims as originally filed. 

v;„«„t anti t FA-1 antibody" and "human antibody . 1 he instant claims nuw 
Z^^^L^y di-Oo-d in the specification and Cms as 

originally filed. 



6. The following is a quotation of the appropriate * 3 ^ S .- C 102 ^ 

the basis for the rejections under this section made in this Office action. 
A person shall be entitled to a patent unless - 
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Table 6. 



As is evidenced by Lu et al, that antibodies against aL I domain of LFA-1, BL5, 
F8 8 Nfcv 035 TS1/22 and TS2/6 bind to the open or "active" mutant 

of aL subumt of LFA-1 "modified I domain" (see Table 1 page 2394 

in particular). 

Further, as is ev.denced by the specification on page 76, 

6 that the affinity of E284C/E301C mutant ,s nearly comparable to K287C/K294L. 
mutan! affinity (e.g. predicted open conformation binds w„h h,gh affiutty). 

mtegrm i aomdui y r^ftd/F^m C recited in the claims. See 

VI Cir •,98 5 3 " !Xe Ftgerald e. a,., 205 USPQ 594 (CCPA ,980). 
The reference teachings anticipate the claimed invention. 

Applicant's arguments, filed 2/21/03 (Paper No. 1 3), have been fully considered, bu, 
have not been found convincing. 

Annlicant argues that Huang et al fail to teach each and every limitation of the pending 
^S^Z^s th'at Huang et al describe the use of mouse anti-human 
monoclonal antibodies for research purposes. 

Contrary to applicant assertion, the intended uses do not carry patentable weight per se 
JZ^sL on the active or essential ingredients that is the antibodies. 
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Annlicant areues that Huang et al do not teach or suggest antibodies which selectively 
fiKSfiS LF A-I domain proteins which contain the specific amino acid 
sustitutions E284/E301C, as claimed in claim 79. 

antSes bind ,o specific epitope on the integrin aL subumt of I-domain of " 

Z^f"^^^ " ion is considered an inherent 

property of the reference antibodies. 

i<; anticioated. See MPEP 21 12.02. Also, see pnsim m 1Qpn n8Q 

is anucipaicu „ pn2d , 508 rCA FC 2001); Fx parte Novitski 26 USPQ 1389 

laboratories , Inc. 58 USPQid 1 5US r 52USP02d 1303 (Fed. 

TppTTJooT)- Mphl/Rin phile Inte ™^"™! Corn. V. Milgraum, 52 U^za LJU 
^11^ AS^^S3L^CQ. 51 U^^fed. Cir. 1999). 



• • nf^s T T ^ P 1 OSfa 1 ) which forms the basis for all 

8 The following is a quotation ot 35 U.b.u. uoyy 

obviousness rejections set forth hi this 

ft, A paten, may not be obtained though the <»^^«f^^Ze patented and the prior art are 
section 102 of tins title, if the deferences ^"^^^^ f ime the Lntion was made to a person 

^:<^ 

manner in which the invention was made. 

This aoohcation currently names joint inventors. In considering patentability of the 
This application curr y j exa miner presumes that the subject matter of the 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(t) (g) P 
art under 35 U.S.C. 103(a). 

in n a «n«7S 27 29-31 73-78 80 and 82 are rejected under 35 U.S.C. 103(a) as being 

10. Claims 2>z/, ^vol, /j ' t , a , c ■ 0 /i ^1^0 ^1^7 1997^ as s 

No. 5,843,712. 
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The teachings of Huang « al and Lu « at cited as a, urftatay ^JSESr^ 
^e^ 

E284C/E301C, all these limitations are considered an inherent property 
antibodies. 

LFA-1 (page 2395, Table 2 in particular). 

and a chimeric antibody in claim 78. 

Th e, 12 paten, teaches thauheex^ 

cells offers great advantages with respect to post trans 

immunogemcity, and ^^^'^^tS-U engineered 
virus vectors offer a powerful tool lor the rapid P™ J> f h teaches 

antibodies (column 1m lines 1, lines 48-56 ir, . part ^^ e ^P^ & ^ 
that the Sindbis virus vector system can be useful to produce ^comft 
replace immunoglobulin therapies that are presently be ing u ^ ^£ of 
inflammatory disorders, immunodeficency state ^ A^^Abs derived from 
such recombinant antibodies (versus serum ™ m »^^^S p, rther these 
' mouse hybridoma cells) would be that fc^^ 1 ^ in very large 

She Sindbis vijvec.or system is able ,0 protect m ,ce agams. e h 
infection of the central nervous system (see column 1 5 lines 60 o ana 

1-8 in particular). 

Claim 80 is included because antibody is antibody irrespective of how it's made. 
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chimeric, humanized or human taught by the 712 patent. 

One of ordinary skill m the art at the ^™toa£ £%%£lZ**« 

m otivated to do so because the recombinant ntibody oiler sg s ^ 

the as therapeutic antibodies as taught by the 712 patent. 

• , v „f the references it is apparent that one of ordinary skill in 

especially in the absence of evidence to the contrary. 

Appitcanfs arguments, fled 2/21/03 (Paper No. 13), have been fully considered, bu, 
have not been found convincing. 

* i fail tn teach each and every limitation of the pending 

monoclonal antibodies for research purposes, 
sustitutions E284/E301C, as claimed in claim 79. 
K287C/K294C of aL subun.tof LFA-1 moditiea i ao ^ 

par.icu.ar) Further .he *%%g£^Z^££L^^^"*> 

property of the reference antibodies. 

Further, when a claim recites using an •"^^S^.^" ° f 
May.035, TS1/22 and TS2/6 ant.be d.es) ; and the » se ^ *™ ted jon) then the claim 
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Laboratories, Inc. 58 USPQ2d 1508 (CA FC 2001); ^f^^Jl^ 13 ^ 
l^rfmY MMimom^Mm^oMCo ry. V- Milpaum , ■ 2^ USPQ2d 1303 (Fed. 

, ft n 29 31 73-78 80 and 82 are rejected under 35 U.S.C. 103(a) as being 

10. Claims 25-2/, zy-oi, /■> /0 j ov<u1u j . ~ Afn iqq7\ a s is 

No. 5,843,712 and further in view of Owens et al (1994). 

The teachings of Huang et al, Lu et al cited as an evidentiary reference and the '712 

patent have been discussed, supra. 

The claimed invention differs from the reference teachings only by the recitation of an 
antigen binding fragment. 

'IcSr tunica, app.ications (see ,he e^e docun,e„ t ). 

fragments taught by the Owens et al. 

r a- cwii in the art at the time the invention was made would have been 
SSloT st b« £*J££ fra gm e„.s - -he reagen, of choice for some 
clinical applications as taught by Owens et al. 

From the combined teachings of the references, it is apparent that one of ordinary skill in 

skill in the art at the time the invention was made, as ev.denced by the references, 
especially in the absence of evidence to the contrary. 

Applicant's arguments, filed 2/21/03 (Paper No. 1 3), have been fully considered, but 

have not been found convincing. 

anTols A P pp k an further Argues that Huang et al do not teach or suggest antibody 
^chseTectivdy bind to modified LFA I-domin proteins which contam amino acid 
Sbns E284C/E301C. Applicant argues that the Owens et al fail to cure the 
deficiencies in the teachings of the Huang el al reference. 
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antibodies bind to specific epitope on the integrin aL subunit of I-domam of LFA-1 
WWW of aL subunit of LFA-1 "modified I domain" (see Table 1 page 2394 m 

property of the reference antibodies. 

anticipLd . See M = 2.0 28 ^l^^*^ 

Laboratories, Inc. 5s Ubrgza iduo i ^ h -■ r ucpm^ i 'IfR fFed 

9 8 " 3 93 2398, 2002) in view of U.S. Patent No. 5,843,712 and tether ,n v,ew of U.S 
Patent No. 6,413,963. 

The teachings of Huang e, al, Lu e, al cited as an ev.den.iary reference and the '712 

patent have been discussed, supra. 

The claimed invention differs from the reference teachings only by the recitation of a 
pharmaceutical composition and a pharmaceutical^ acceptable carrier. 

The '963 patent teaches pharmaceutical compositions prepared comprise a 
^"ti^ effe^veLount of a compound (e.g. antibody) in a Pharmaceutically 
SSle carter The '963 patent further teaches that therapy with inhibitors of ce 
Seated for any condition in which an ^tm^^c^ 
adhesion is a contributing factor (see column 1 8, lines 28-41 and column 20 lines 11-12 
in particular). 

It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to prepare the antibodies taught by Huang et alrz ference m^pj™** 
compositions in a pharmaceutical^ acceptable earner taught by the 963 patent. 

One of ordinary skill in the art at the time the invention was made would have been 
SS^rfSto so because antibody pharmaceutical compos.tions are used m a therapy 
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• hirh an excess ofintegrin-mediated cell adhesion is a 
where any condition m which an excess oi b 
r 0 mnbutmg factor as taught by '963 patent. 

u- f .w references it is apparent that one of ordinary skill in 
From the combined teachings of the in producing the claimed 

the art would have had a reasonable «P«W.™ ^ primafac ie obvious to one of 
^"""•^te^ 1^ hT— Taf m ade(as evidenced by the 
^t^X^ Absence of evidence to the contrary. 



r. ^/?1/<K (Pacer No. 1 3), have been fully considered, but 
Applicant's arguments, filed 2/21/03 (Paper 
have not been found convincing. 

limitations, specifically, Huang et al. h«* ° »K Qr , ant , bo<ll e S 

antibodies. wh ich contain amino acid 

£S?SS of I Huang e, a, reference. 
„ OW ever,,hea„,ibodies r gh,by« 

(see page 3163 under mAbs and Cell Lmes and pag ofMomain of LFA-1 
Intibodies bind to specific epitope on the ntegrm aL suta ( ^ rf 

mtegrin. Further, as is "^.^^STta optn or "active" mutants 
LFA-1, BL5, F8.8 May.03 5 TS /2 ! and ^TS2 6 ^ t ^ J3 

K287C/K294C of aL subunit of LFA-1 °"™*? a ? . g ^ ge 77> , ab le 6, teaches 
particular). Further, ^^^76^8^^ ^ ^ wilh 

property of the reference antibodies. 

Further, when a claim recites using an f^tZ^Zt^oX <* 
May.035, TS1/22 and TS2/6 •f^££?XZ fm eonformation), then the claim 
that composition or *™™ e 

is anticipated. See MPEP 21 12.M Also ^g^^^^6USPQl3ir 
yiboraories, Inc. 58 USPQ2d 1508 (CA FC 2001), 6^1--—^ ,303 (Fed. 

C ir. 1999); AilaAPo^erCaVJREtAJ, M uar^ 



12. No claim allowed 
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,3. Applicant, a— — ^^$££££5" ' h ' S 

MONTHS from the ™^^«^?^J^£L& acta is no. 
TWO MONTHS of the ma, tag ^ f *^^~d statutory period, then the 
mailed unttl after the end of ^ K the advisory ac ,i„n is mailed, and any 

shortened statutory period w,H ^ K °"^J^ MM J (mm the mailing date of the 

SIX MONTHS from the date of this final action. 

14 Any tnquiry concerning this communication or earlier — «™ the 
ItJtZ sh'oula he directed to Maher Haddad "m t to 4:30 A 

3472. The ^X^^^M* " 

message may be left on the examiner s vote super visor, Christina Chan can 

t^X^S^^^ T — Center !600 receptionist .hose 
telephone number is (703) 308-0196. 

Papers reiated to this -^^^^X^X PTO 
facsimile transmission^ Papery should ^ conform with the notice 

Center telephone number is (703) 305-3014. 

Maher Haddad, Ph.D. 
Patent Examiner 
Technology Center 1600 

April 7, 2003 dHftlSTlNA CHAN 

SUPERVISORY PATEMT EXAMINER 
TECHNOLOGY CENTER 1600 




